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The object of this invention is the production of phamiaceuiically suitable salts of 
enantiomers or the (-) enantiomer of 

l-(3,4-dimethoxyphenyl)-5.ethyl-7,8-dimethoxy-4-methyl-5H-2,3-ben2odiazepine, which is 

known as a psychovegetative regulator. 

Production of racemic tofisopam is disclosed in Hungarian Patent Specification 
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No. 155 572. In the course of our research - in contrast to our previous laiowledge - we found, 
suiprisingly. that raceraic tofisopam can be resolved. We forther found that ^ch of the two 
enantiomers appears in two conformations, which can he shown imambiguously by rotation. 
also detennined that the effect is not unifoimly distributed between the two enantiomers. but in 
some phatmacological bodies the effect of the (-) enantiomer exceeds that of the racemic 
compound and appears at a lower dosage in comparison with the (+) enantiomer. 

In the course of our research, we also woriced out a process for converting the less 
effective (+) enantiomer, which is foimed during resolution of racemic tofisopam, into the 
(.) enantiomer. In this process, the (+) enantiomer to be transformed is racemized in a polar 
solvent, in the presence of a basic catalyst, advantageously at a temperature of about lOOX, then 
the racemate is again resolved and the (-) enantiomer formed is separated. 

In resolving, we generally proceed by making the racemic base react in the solvent with 
an optically active acid, and separaUng the diastereomer that dissolves more poorly ftom the 
solvent used, and the enantiomers are released from the diastercomers after filtering. In the case 
of these procedures, the methods fpi making the racemate and the resolving agent react, and 

producing the enantiomers, differ significantly. 

According to the invention, we proceed by dissolving racemic tofisopam insome 

water-immiscible solvent (advantageously chloroform) and water, and adding the similarly 
dissolved resolving agent to this mixture in an amotmt less than 1 mol equivalent, preferably a 
half-mole equivalent of dibenzoy W-tartaric acid. We obtain an especially good muU if, when 
the resolving agent is added, a previously purified diast»«)mer salt is poised mto the mixtiH=e. 
The mixture obtained starts to crystallize when mixed at about room temperatjffe and - in the 
case where dibenzoyl-d-tartaric acid is used - the acid sah of the (+) enantiomer formed with 
dibenzoyl-d-tartaric acid separates out, which crystallized with three (molecules of] water of 
crystallization. This salt is sq)arated by filtering. For production of the enantiomers, water and 
the water-immiscible solvent, preferably chloroform, are added, then the mixture is made basic - 
preferablywift ammonia. The soWent,prcferablyxW 
fimher extraction of the mother lye if necessary, and concentrated after^iying. 

We also proceed similarly with the mother lye remaining after separation of the 
diastereomer salt. The (+) and (-) enantiomers remain separate after concentration of the two 
extracts which are crystallized with water, if necessary. The benzoyl-d-tartaric acid can be 
regenerated almost completely, for repeated use in resolving, by effect of acidification on the 

combined aqueous mother lyes. 

The raw enantiomers obtained are purified by leciystalUzmg them from some solvent, for 
example methyl alcohol. Either enantiomer can be recrystaUized appropriately in this manner, by 
crystallizing the regenerated racemate, and the optically purified enantiomer remains in ^ution. 



feom which it is obtained after concentration and addition of water. The rccrystallization is 
repealed, if necessary. The tofisopam obtained as a bj^roduct of the leciystallization, which has 
a small specific rotating power, can be resolved again, by itself or mixed with synthetically 
^ obtained racemic tofisopam, in the above manner. In this way, the , calculated yield of the 
enantiomer content of the racemate is above 80% for each enantiomer. We note that the raw 
enantioiners can be purified by repeated resolving. 

If necessary, a salt that dissolves well can be obtained from the amoiphoiis enantiomo-s, 
which crystallize with methanol, or from crystalline enaniiomers, by adding a solvent and 
methane-sulfonic acid, preferably in such a way that into a solution of a salt of methane-sulfonic 
acid, or to the residue after concentration, another solvent is added and crystallized. In this way, 
we arrive at the yellow-colored methane-sulfonate of the enaniiomers. The purity of the raw 
..enantiomers is 73-78%. 

We have found that an enantiomer produced in the manner accordii^io the invration 
with a given configuration (+ or •) appear in the form of two (A and B) confom>ers, and these 
confomiers have opposite rotations. The proportion of the minor conform isO-40%, dcpaiding 
on the solvent and the pH. The absolute rotating power of the A conformer is la]|^^^ =586% 

while that of the B (minor) conformer is [o]^^ = 617V(c = 3, CHCU). The ratio of the minor 

confonner in a chlorofonn solution after 48 h of standing at a temperature of 20*^0 is 15% in 
every case. 

According to our studies, the enantiomer with the (-) configuration, which appears in the 
form of two conformers. has a significantly greater effect than racemic tofisopain. This is 
verified by the following data on effectiveness: 

Toxicity in mice (orally): 

LDso,ing/kg: 
(-) enantiomer: 760 
(+) enantiomer: above 2000 
racemate: 2300 



Mobility blocking in mice 



EDso,mg/kg 
{-) enantiomer: 34 
(+) enantiomer: 56 
racemate: 48 



Pain-rdieving effect in mice: 



EDso, mg/kg 
(-) enantioma: 85 
(+) enantiomer: 400 
racemate:... 160 



The process according to the invention will be illustrated through the following examples. 
Example 1 

38.2 g (0.1 mol) racemic tofisopam are dissolved in 1 00 mL chloroform, and 1 00 mL 
water is added to iL A solution obtained by heating 18.8 g (0.05 mol) dibcMoyl-d-tartaric acid 
monohydrate in 50 mL chloroform is added to the mixture obtained in this manner. A yellow 
solution is formed, from which, imdCT sliiring and sc3-iq?ing. a crystalline substwce separates out. 
It is mixed for another half hour at a temperature of 5 "C. The (+) enantiomer of 
dibenzoyl-d-tartaric acid, that separates out, which crystallized with 3HjO, is filtered and 
suctioned well. The material is suspended with 3 x 30 chlorofonn, washed, then dried. 

Weigbt: 34.3 g (87.0%) 

MpiBO'C 

[a] 20 = between +100" and +1 30" 
(c = 2, CHCl,) 

Example 2 

27.7 g (0.035 mol) of diastereomer salt prepared according to Exan^ 1 are suspended in 
50 mL water, and 20 mL/cc NH4OH is added under mixing. The oily substance that s^arates out 
is extracted with 3 x 30 mL chloroform, dried on calcined sodium sulfate, and concentrated. The 
(+) enantiomer obtained is a dense, viscous substance at first, which solidiiies on standing. 

Weight: 1 3.0 g (97.5%). The yield is abnost complete with respect io the salt. 
■ •^-Mp;:145'' C ^ ■ ■ 

la] 20 =+350°(c = 3,aHCl3) 

Example 3 

20 mL of solid NILOH are added to the combined filtrates obtained according to 
Example 1 and the mother lye, under stiiring. The chloroform phases is separated, and the 
aqueous phase is extracted with 3 x 30 mL chlorofomi. The chloroform solutions are combined 
and dried on calcined sodium sulfate, then concentrated. The residue, the (-) enantiomer, is a 
viscous substance, which solidifies on standing. The yield is ateiost complete (19.1g). 



Mp.: 142" C 

[a)20 =-320''(c«3,CHCl,) 
gcample 4 

The aqueous solution obtained by proceeding according to Examples 2 and 3 are 
combined, and about 45 mL concentrated HCl are added dropwisc into the mixture undei 
stirring, liie regenerated dibenzoyl-d-tartaiic-add monohydrate separates out. After filtering, it is 
washed with 3 x lOmL water and dried. 

Weight: 1 6.9 g (90.0%) 

Mp:8.9'C 

The substance obtained in this manner can be used repeatedly in the manner according to 
Example 1, with the results given there. 

Example 5 • , j 

The quantity of raw (-) enanUomer obtained according to Example 3 is dissolved m 
740 mL methyl alcohol at 50»C. and the solution is cooled. Under scraping and seeing with the 
racemate. it starts to crystallize, then it is allowed to stand over night at a temperature below 
5»C. The regenerated substance that separates out is filtered, suctioned well, and healed to 
80-C with 40 mL water, mixed for 10 min. then cooled and filtered. 3.1 g (16.2%) 
Mp: 145-150" C 
[o]2p^=-15»(c = 3,CHCl3) 

the methyl-alcohol mother lye is clarified through bone charcoal and concentrated, and 
50 mL water is added, heated to BO^C. mixed for 10 min, and left to cool, then the crystalline 
(-) enaritjomer is filtered and dried. , 

Yield: 1 5.0 g (73.5%) 

..... ..... . .[a)^...-.:^6pr_ , .^..„„..„ 

Example 6 . 

The quantity of (-) enantiomcr obtained accoitJing to Example 5 is dissolved m 400 mL 
methyl alcohol at 50'>C. and thereafter we proceed according to Example 5. The melting pomt of 
the regenerated substance obtained by rccrystallization is 145.150»C. 

Yield: 2.0 g (13.3%) 

fa) 20 =-l7»(c = 3.CHCl3). 

The (-) enantiomer is separated firom the methyl-alcohol mother lye. 



6 



Yield: 12.5 g (83.3%) 
Mp.-.Ma'C 

Example 7 

38.2 g (0.01 moi) of regenaated racemate or a mixture of regenerated racemate and 
racemate, the specific optical rotating power of which, measured under conditions identical to the 
enantiomers, has an ahsolute value less than 30% are dissolved in 100 mL chloroform, and 
thereafter we proceed as in Example 1. The results obtained agree well with what is given there. 

Example 8 

5.0 g (.) enantiomer, [a] JJ^ .5390c (sic], c = 3, chlorofonn, (-) enantiomer content: 

99.1%, dominant conformcr content, is dissolved in 97.0/20 mL anhydrous methanol, and 1.2€ g 
methane-sulfonic acid is added. The yellow solution obtained is concentrated at 60^C at most, 
then dried in a vacuum extractor. The weight of the methane-sulfonic-salt of the (-) enantiomer 

obtained is 6.2 g. 

[a] ^20 = +33.4«C (c = 3, chloroform) 

Mp.: 60^C 

Claims 

1 . A process for producing pharmacologically suitable salts of enantiomCTS of 
l-(3.4-dimethoxyphenyl)-5-ethyl-7.8-dimethoxy-4-methyl-5H-23-benzodia2epine or the 

(-) enantiomer, characterized by the fact that dibenzoyl-d-tartaric add is added to a racemic 
l-(3.4^imethoxyphenyl).5-ethyl-7.8-dimethoxy-4-mcthyl-5B-2,3-bcnzodia2epinesolution 

prepwed v.'ith water and a water-immiscible solvent, the enantiomer that separates in crystalline 
form is filtaWhen an organic srfvent;T)referably chlorofo^^^ added separately to it and to 
the mother lye, then a base, preferably solid ammonium hydroxide, is added to the mixtorc, the 
aqueous and the water-immiscible organic-solvent phase are separated, or the 
enantiomer in a particular case, the aqueous mother lye is extracted by any suitable method, if 
desired, and the enantiomers obtained by combining the appropriate phases, drying, and 
concentration - after repeated resolving if desired - are combined, purified if desired, then die 
(-) enantiomer is formed into a pharmacologically suitable salt, if desired 

2. The embodiment of the procedure according to Claim 1 or 2 [sic], characterized by the 
fact that the dibenzoyl-d-taitaric acid is used in a quantity less than 1 mol equivalent. 



3. An embodiment accMxJing to either of Claims 1-3 (sic; 1-2], characterized by the ^act 
that the resolving agent is added gradually, and the mixture is inoculated with the diastweomer 
salt. 

^ A. An process according to any-«f Claims 1-4 [sic; 1-3] for purifying the enantiomers, 
characterized by the fact that the raw cnantiomer is dissolved in an organic solvent, preferably 
methanol the mother lye is concentrated, and the enantiomer. which separates from the aqueous 
solution in crystalline form, is filtered. 
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Eljar^ az l.(3,4-dimetoxifenil)-5-€tfl-7,8-dimetoxi-4- 
-inetil-5H-2,3-benzodiazepin enantiomerjei, iUetve a 
(-Venantiomer gydgydszatUag alkalmas s6inak eWillft^s^ra 
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A talalmany tiigya eljdrfs az elonyos pszichovc- 
geUtiv regulitork^it ismert l-{3,4.diinetoxifenil>5- 
Hetn-7,8-<iimctoxi-4*inetil-5H-2,3-ben2odiazepin (a to- 
i?4bbiakban: tofizopam) cnantiomcijei, illetve a 
(— yenantioiner gy6gy£szatilag alkalmas s6inak elo- 
illitiaira. 

. A rac^m tofizopam M£MtAsiX a 155 572 sz. ma- 
gyar szabadalmi Idrfs ismeitcti. Kutatisaink soran 
- ellentaben az eddigi ismeretcinkkel - me§^epo 
m6don azt taldituk, hogy a rac^m tofizopam rezol- 
vflhat6. Azt taliltuk iovihhi, hogy a k^t cnantio- 
mcr mindegjokc k6t konfonndcioban jdentkezik, 
ami a foigatisnil cgy^rtelmuen kimutalhata Art is 
megaiapitottuk, hogy a hatis nem cgyfoman oszlik 
meg a k6t cnantiomcr kozott, hanem a famiakol6- 
pai tcsztck cgy rtedn a (->€nantiomcr hatdsa kM- 
mulja a racto vegyulet hatdsdt, €s a (+>«nantiomer- 
hcz k^pest alacsonyabb ddzisban jdentkezik. 

Kutatisaink sorin kidolgoztunk egy eljir^t s ra- 
tofizopam lezdv^dsa sordn keletkezo. kev6sb6 
hatisos (+>€nantiomcr (— >€nantiomerr^ alakitisdra 
is. Bnnek drtclmdben az italakJtando (+>enantiomert 
poliros dddszerben. bdzikus kataiizitor jelenl^t^ 
ben, elfinyoscn 100 C koruli hdmfo^kleten raccmi- 
z^juk, m^d a lacemitot ujra rezoWiljuk, 6$ a kelet- 
kez6 (-)-enantiomert elkiUonftjijk. 

A rezolvflisoknfl iltaliban ugy jdnmk el, hogy a 
acsto bfeist olddszcrben vajamilycn optikailag aktiv 
sawal leagiltatjdk, a keletkezett diasztereomeiek 
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kozul a rosszabbul old6d6 kivilik az alkalmazott 
ddoszerbol, 6% szi!r€s utin az enantiomereket a dia- 
sztereomerekbol felszabadftjik. Jelentdsen elt^roek 
ezen eljar^ok eset^ben a racemit 6s rezolvflddgens 
leag^tatdsdnak modjai. illetve az enahtiomerek elo- 
illitisai. 

A taldlminy szciint ugy jdnrnk el, hogy a rac^ 
toflzopamot valamflyen vizzel nem elegy c do oldo- 
szerben (c^bzeruen klorofomban) 6% vizben oldjuk, 
£s ebbe az degybe adjuk az ugyancsak oldott, 
I m61ekvivalensnd kisebb mennyis6gil rezolvdl6 
dgenst, a cdszemen fdckviyaiens mcnnyisigu diben^ 
zoil-d borkosavat. Kulonoscn jo eredm6iyt kaptunk 
akkor, ha a rezolvflo agenst adagoljuk, s eiozoleg 
tiszta diasztercomeisoval beoltjuk az elegyet. A ka- 
pott elegy kcver^s kozben szobahom^rsddet koriili 
hom^n^kleten kiistilyosodni kczd, - dibcnzoil- 
-d-borkosav alkalmazisa eset^n - kivalik a (+)-enah- 
tiomer dibenzoU-d-borkosawal k6pezett savanyu 
s6ja, ami hirom kristilyvizzel kiistdlyosodik. Ezt a 
s6t szui^ssel elkulom'tjiik. Az enantiomerek eldalH- 
t4sa cdj4b6l a sAoz vizet, tovibbd vizzel nem ele- 
gyedo olddszert, c^kzeriien kloroformot adimk, 
majd - c^lszcruen ammdniival ~ meglugositjuk. Az 
dddszeies, cdszcriien kloroformos oldatokat clkulo- 
nitjuk, az anydugokat szuksi^ esct^n tovabb extra- 
hdjuk, a mcgfclclo oldatdcat egyesitjuk, 6s sziritis 
utin bepirdjuk. 

Hasonl6an jinmk cl a diasztcrcomer s6 elkiiloni- 
t&c ut4n visszamaradt anyduggd is. A k^t cxtrak- 



178516 



tuinb61 a bepdrlis utin kOlon-kulon visszamaiad a 
nyera (+) (->enantioiner, melyek szuks^ csetfe 
vizzel elddgozva kristilyosodiiak. Vizcs dcgy lugosi- 
tisa esetdn az enantiomerek ugyancsak krist41yosod- 
nak. Az egycsftctt vizcs 9nyMgokb6\ savanyftis ha- ^ 
tdsdra, kozd kvantitativeji, ism^telt iczdviliahoz 
felhasznalhato dibenzofl-d-boikosavat icgeneral- 
hatuiyc. 

A kapott nyeis enantioinezek tisztftisdt i3gy vd- to 
gezzuk, hogy azokat valamilyen Qld6szerbol, p^diul 
metflalkoholbdl dtkristflyositjuk. Cdlszenicn ugy 
kiistilyosithato it bdimely enantionier, hogy a rege- 
nex£li racemdt kiistilyosodik ki, ^ az optikail^ 
tisztitott enantiomcr az ddatban marad, melybolli 
bepdrlds 6s viz hozziadisa utin nyeijOk. Az itkiisU- 
. lyositast szuks^g csetdn megiamacljfik. Az dtkiis- 
talyositas mellektenndkekdnt kapott b$ fajl^os for- 
gat6kdpessdgu toflzopamot onmagdban, vagy erede- 
tileg szintetikus utcm nyert racdm tofizopammal ke- 20 
veivc az elebbiek szennt ismdt rezdvaljuk. Dycn 
in6don a racemit enantiamcr-tartalmara szimitott 
teimelds mindkdt izoraer esct6beri 80% feletti Meg- 
jegyezzuk, hogy a nyen enantiomerek tisztftisit 
dvegezhetjuk ismdtelt rezdvalassal is. 25 

Sziiks^g esetdn az amorf, vagy metanoUal kiista- 
lyosodo, illet\'e a kristilyos enantiomerekbol oldo- 
szcr 6s metamzulfonsav hozziadisdra vizben jol d- 
d6d6 s6t k^pezunk, c^zeruen oly modon, hogy a 30 
metdnszulfonsavas s6 oldatihoz, vagy annak bepdr- 
lisa utin a maiad^khoz misik ddoszert, cdlszcruen 
dtert adunk 6s kristilypsitjuk. Igy az enantiomerek 
sdiga szinu metinszulfonitjihoz jutunk. A nyers 
enantiomerek tisztasiga 73-78%. 35 

Azt taliltuk, hogy talihnany szeiinti m6don elo- 
iUitott adott (+ iUetve ~) konfigurid<3ju enantio- 
mer k^t (A 6s B) konformer fonnijiban jelentkezik, 
s e konformerek ellentdtes forgatisuak. A minor 40 
konformer arinya ddoszertol is pH-t61 fuggoen 
^0%. Az A konfomier abszollit forgatok^pessige: 
I^Bjfi -586*mfg a B konformeri (ez a minor): 
Ial54 6 =617^(c-3, CHq^). A yord*brmos ddat 
minor konformcr-arfnya 48 6Tis 20 *C h6m6ts€k- 45 
leten iUis utin minden esetben 15%-ra iO be. 

Vizsgilataink szerint a (->kon£iguiici6ju cnan- 
tiomer, amely k6t konformer formijaban jelentkc- 
zik, jelcntoscn jobb hatisu, mint a racim tofizopam. 
Ezt az alibbi hatistani adatok is igazdjak: 50 

Toxidtis egiren (per os): (LD, 0 mg/kg) 



Fi$daIomcsinapft6 hatis egdren: 

ED50 OkgflSig 

(->enantionier: 85 

(+>eiiantioiner: 400 

racemit 160 

A talilminy szerinti elyirast. az alibbt pildikon 
mutatjuk be. 



1. p^lda 

38;^g (0,1 m61) racdm tofizopamot 100 ml klo- 
roformbffli oldunk is 100 ml vizet adunk hozzi. Az 
igy kapott elegyhez 50 ml klorofonnban melegttteel 
oldott 18,8 g (0,05 RuSl) dibenzoil d-borkdsav-mono- 
hidritot adunk. Sirga oldat kelctkezik, melybol kc- 
verfe kozben, kapaigatisra kristilyos anyag vilik ki. 
Tovibbi fa 6rin it 5 ""C alatti homte^kleten kever- 
jiik. A kivalt (+>cnantiomer-dibcnzoilHi-bork6»av- 
•sot, ami 3 HjO-val kristilyosodik, szuijuk, j61 le- 
szivatjuk. Az anyagot 3 x 30 ml kloroformmal szusz- 
pendalva mossuk, ma|d sziritjuk. 
Sulya: 34,3 g (87,0%). 
Op.: 130 

HlU = + 100* ^s + 13(f kdzotti 
(c = 2,CHa3) 



Z pilda 

27,7 g (0,035 md) 1. pilda szerinti modon eloill^ 
tott diasztercomer s6t 50 ml vizben szus^ndilunk 
6s 20 ml cc NH4 0H.t adunk hozzi kcvcris k5zbcn. 
A kivilt olajos anyagot 3 x 30 ml kloroformmal cxt- 
rahiljuk, izzitott nitriumszulfiton sziritjuk ^s be- 
piroijuk. A kapott (+>€nantiomer closzor suru, 
viszk6zus anyag, iUis kdzben mcgszilirdul. 

S^ilya: 13,0 g (97,5%). A termelis a s<3ia szimitva 
kozel kvantitativ. 
Op.: 145 ''C 

WlJ6 =+350"(c = 3,CHa3) 



(->enantiQmer 
(+)-enantiomer: 

racemit 

Motilitis-gitlis eg^n: 



(~)<nantiomer: 
(+>enantiomer: 

racemit 



760 
2000felett 

2300 



ED50 mg/kg 

34 
56 

48 



55 



60 



65 



3. pilda 

Az 1. pilda szerinti m6don kapott egyesftett 
sz&Ieteket 6s anyalugot kcver^s kozben 20 ml 
toratey NH40H.dal lugosftjuk. A kloroformos fizist 
dvilasztjuk, 6s a vizes fizist 3 x 30 ml kloroformmal 
ex^ahiljuk. A kloroformos ddatokat cgycaftjuk, 6s 
izzitott nitriumszulfiton aziiitjuk, majd bepirdjuk. 
A maradik a (->enantiQmcr, viszk6zus anyag, illis 
kozben mcg^irdul, A termclds kozel kvantiutfv. 
(19,1 g) 
Op.: 142 

Wis* --320"(c = 3, CHQ,) 



178516 



4. pflda . 

A 2. 3. p^ldik szciint cljdrva kapott yizcs 
ddatokat egyedtjuk is kcver^ kozben kb. 45 ml 
tom^ny HQ-at csepegtetunk az clegjrhez. Kivflik a 5 
icgenerilt dibcnzofl-d-b rkosav-moncshidrft. SzCrfs 
utin 3 X 10 ml vizzel mossuk & szdiitjuk. 
Sulya: 16^ g (90,0%) 

Az igy kapott anyagot az 1. pflda szcnnti mo-'" 
doii, az ott megadott crcdrndnyekkcl, ssm^eltoi re- 
zolv^Oishoz haszniljuk. 



5. pada 



15 



A 3. p61da szcrint kapott nyen (->enantiomer- 
-memiyis^get 740 ml mctflalkoholban 50 C-on fcl- 
olc^uk, az oldatot lehfitjuk. Kaparg^lisra 6s raccmit- 
tal tort^no bcdtisra kmtilyosodni kezd, m^d egy 
dnel 5"C alatti hom^is^klcten dlini hagyjuk. A 
vflt xegcnerflt anyagot sziiijiik, j61 Icszivatjuk, is 
40 ml vfzzcl 80*C-ig felmelegitjuk^ lO pcrcig kcvcr- 
jilk» m^d lehutjuk is ^tjiik. 3,1 g (16,2%) 
Op.: 145-150 
la]IJ6— 15"(<^3,CHa3) 

A metilalkoholos anyalugot csontszfeen dentjuk, 
bepixoljuk a marad^oz 50 ml vizet adunk, 
80*C4g mdegitjuk, lO perdg kcverjuk 6% lehulni 
hagyjuk, msgd a kristalyos (-)-€nantiomert szuijuk 
6ssziritjuk. 

Kiteraielfe: 15,0 g (78,5%) 



6. pada 



35 



Az 5, pdda szerint kapott (r->€nantiomcr- 
•menityis^get 400 ml mctilalkoholban 50 ^'C-on fel- 
oldjuk 6s a tovibbiakban is az 5. pdda szerint 
jdrunk el. Az itkristalyositiss^ kapott regenerflt 40 
anyag olvadispontja: 145-150 **C 
Kitermelte 2,0 g (13,3%) 
WhV— If (c»3,GHq3) 

A metilalkoholos anyalilgb61 a (~>enahtiamert 
kuldnit)uk eh 45 
Kitcrmci^s: 12,5 g (83,3%) 

Op.:142**C . ^ 

[a)t2«--390*(c = 3,CHa3) 

50 

7. pdda 

38^ g (0,01 m61) rcgcncrflt raccmdtot, vagy rege- 
nerflt raccmit is raccmit kcvcrflc^t, mclynek fajla- 
gos optikai forgat6k6pess6ge az cnantiomcrekkel 55 
azonos korulmdayek kozdtt m6rt abszdut irt^kc 
30^ alatti, 100 ml kloroformban ddunk, a tpvdb- 



biakban az 1. pAda szeifait Jiiunk d. A kapott 
ercdmdnyck az ott megadottakkal j61 «gyeznck. 



8» p^lda 

5,0g(->enantiomcrt[all j4=-539*C,c - 3, klo- 
roform, (->enantiomcr.tartalom: 99,1%, dominim 
konformer-tartalom: 97,0/20 ml vizmentes mctanol- 
ban oldunk, 6s 1,26 g metinszulfonsavat^adunk hoz- 
tA, a kapott siiga oldatot legfeljebb 60°C-on bepa- 
loljuk, majd vikuumcxszikkitorban szdritjuk. A ka- 
pott (->«nantiomer-mct4nszulfonsavas s6 sulya: 
6.2 R 

[oIm 6 = + 33,4 "^C, c = 3, Idorofoim). 
Op.:60"C. 



Szabadalmi iginypontok: 

1. ajir^s racdm l-(3,4-dimetoxifcnil>5-ctil-7,8^di- 
metoxi-4-mctjl-5H-2,3-benzodiazepin cnantiomcrjci, 
illetvc a (-)-cnantiomcr gy6gyaszatilag alkalmas s6i- 
nak eloallitisJia, azzal jellemezve, hogy a racdm 
l.(3,4.dimetoxifcnil>5-eta-7,8-dimetoxi-4-metil-5H- 
-2,3-bcnzodiazcpin vizzel 6s valamely vizzel nem 
clegyedo oldoszerrel k6szOlt oldatahoz dibenzdl^- 
.borkosavat adunk, a kristilyosan kivalo enantiomcr- 
.s6t szuijuk, m^d hozzA, valamint az anyalughoz 
kuieki-kulon vizet is vizzel nem elegyedo szervcs 
ddoszert. c61szenicn klorpformot adunk, m^d az 
degybe lugot, c61szeruen tomdriy amm6niumhidroxi- 
dot adunk, a vizes is vizzel nem elegyedo szerves 
dddszeres fizist, illetvc adott esetben a kivalt enan- 
tiomcrt dkulonhjuk, a vizes anyalugot kfvant eset* 
ben tctsz6$ szcrinti alkalommal extrahiljuk, 6s a 
megfdeio fizisok cgye$it6se, szAritisa 6s bcpirlisa 
utjin kapott enantiomercket - Wvint esetben ismd- 
tclt rezolvflis utin - osszegyiijtjuk, kivant esetben 
tisztitjuk. majd kivint esetben a (-)-€nantiomcrt 
gyogyiszatilag alkalmas s6v4 alakitjuk. 

2. Az 1. vagy Z ig6nypont szerinti eljiris fogana- 
tositisi m6dja, azzal jellemezve, hogy a dibenzdl- 
4-borkdsavat 1 mdlckvivalensna kiscbb mcnnyis^g- 
ben alkalmazzuk. . 

3. Az 1-3. ig6nypontok bdrmclyikc szcrinti elja- 
lis foganatositisi m6dja, azzal jellemezve, hogy a 
rezolvfl6szer hozziadisat adagoldssal v6gezzuk, s 
eldzoleg tiszta diasztereomer-s6val bedtjuk az ele- 

gy^t- . 

Az l-r-4. ig6nypontok bdrmdyike szermti elja- 
lis az cnantiomerck tisztStisira, azzal jdlemezvc, 
hogy a nyes enantiomert szerves old6szerben, c61szc- 
men metandban ddjuk, a kristilyosan kivilo race- 
mitot szurjuk, az anyahSgot bepirdjuk, 6s a mara- 
d£k vizes oldatib61 kristilyosan kivil6 enantiomert 
sziSrjuk. 
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